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September 11,1997 

Ms. Amanda Bryce Norton 
Chief Mediator and Qmhudsman 
Office of the Commissioner 
Room 14-t 05, HF.7 
Food and Drug Adminikration 
5600 Fiibe!rs lane 
Rockvilfe, MO 20857 

Re: PeiiostG@ NDA 50-774; R8~4UP9f for&tsQpdfon 

Dear Ms. EByca Norton: 

This request is submitted. on behaff of our ciient, ColfaGenex 
Pharmaceutkals, Inc, (TollaGenex” or the “Company”), We hereby respecf&Iiy ask 
that the Food and Drug Administraffon CFOA” ortie “agency) designate the above 
referenced dmg, which is the subject of a pending new drug appktion (VJDA”), azs 
subject to the pmvisioks of section SOS(b) of the Federal Food, Orug, and Cosmetic Act ’ 
(‘FDC Act”), 21. ti3.C. Q 355(b), 

W ltiIe we recognize thii is not a typical designation request that b submitted 
Jnder 21 C.F.R. Part 3, it nonetheless involves a significant product jutisdi&onal 
question appropriate fi3r resolution by tie Omhudsman’s office. The p-e issuer 
addressed herein ia whether Periostat@ Is properly kubject to the antilktic pmvisions of 
;ectfon 507 of the FDC Act. 21 U.S.C. 5 357, In this regard, Periostat@ does not meet 
he statutory definition of iin ‘antibiotic dntg.” lt Is a syntttetic drug that is neithgr 
ntended for use as an antimicrobial drug product nor is it capable of inhr%iting or 
destroying microorganisms at the dose levels that are utiked for petiadontal diseasa- 
fierefore, Pen’ostat@ should not be subject to the antibiotic pmvisions of section 507 of - 
he FDC Ati 

. 
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Furtfier in cokctfon wtih this designation request, we respectfully vaguest 
a kiver of 21 C.F.R. 5 3.10, assuming ihe applicabky of 21 C.F.R Part 3 io Wi 
request. Thts provision provides that the appkation review cfock is stayed during the 
pendancy of review by the product jurisdidion officer, Slnca U&J request does not pert& 
to which center(s) within FDA should have primary jurisdkfion, but rather to which s&ion 
of the FIX Act is pertinent to the approval of PeriostatbD, no reasons exist to stay the . 
review of the pendlng NDA for Periosfam because of the submission of this designation 
request Any decision in response to this petition will nut affect jurisdiction ofthi Cerrter 
for Drug Evaluation and Research (YZDERT, which is res@ansible for mview of the NDA 
for PeriosbtB. We assume therefore that the waiver request has been granted upon the 
acceptance for fling af this designation request by FDA, unless we hear otherwise- Note 
that if this request Is not granted tipon acceptance af this petftfon fnr fiilng, then you 
should consider this submission withdrawn, .w . 

In aaxxdance with 21 C.F.R. § 3.7, the following infarmation is 
submitted: 

IDENTiTY OF SPONSOR 

CoIlaGenex Pharmacautkais. Inc. 
301 s, S@t8 street 
Newton, PA 18940 

Estabiishment Registration Number: Not applicable. 

Company Contact Person: 

. 

Telephone No.: 

Mr. Christopher V. Powala 
Directar, Drug Development 8, 

Regulatory Affairs 

21 !S-Rg-7388, extension 7 6 

Facsimile No_: 21 s-579-8577 

..L ---- -..-.--- - 
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Classificaff on Name: 

Nat applicable, 

Common, Generic, or Usual Name: 

Doxy&ziine hyaate mpsufes USP (20 mg.) 
, 

Praprietary Name: 

Chemicaf, Physical, or BIological Composition: 

Each Perios&t@ caps&s Is formulated to contain 20 mg of doxycydine hy.cfate 
USP as the onfy active ingredient. * 

Status and Brief ReportP of Dtlvelopment Work* 

With respect to the indicated use of duxyqtine that Is the subject of this 
request, in 1983, it ~8s demonstrated that a semisynthe& tetracydine, 
minocydine, cwld inhibit collagen bteakdcwn in the uncontrolled d-kbeffc gemt- 
free,rat model af periodontal disease by a mecfranistn independent of its 
atrtimicrobiaf properties (Vol. Z.2. pp. Zl-28). Further studies ilfustxa%d that this 
effect was achieved by blocking host-derived matrix metalloprdeinases 
CMMPs”) (colfagenase) and thus inhibiting bone and cxlflagen loss- Animal 
stud& have demonstrated that the tetraqd&s, whfch have beer\ chemimlty 

. altered to render the molecule to be devoid of any anti-mictobial activity, aiso 

Since it is impossible to include copies of all of the rekrt3nced information 
without exceeding the page limitatians specified at 21 C.F.R, 5 3-7(c), we are providing 
instead grkner& c&tions to refe~an? vokmes of the NClfi 50-7’44 for Per&&At@- - - 

_-- 
-- .--- 

.,- -em- -.-.*vI 

E9Z-4 EZ/!iO-d EEL-i AJiOJj 1a:l?t za-61*~H I 



Vs. Amanda Bryce Norton 
deptember II,1997 
Page 4 

.- inhibit other matrix metatlopmteinases, such s gefatinase and macmphage 
. efastase, and thus can inhibit connective tissue destruction by anon- 

antimicrobial mechanism (Val, 25, pp- 4-I%)- ft also was found that doxycyciine 
was the most potent inhibftor of MMPs of all the commerciaify avarfable 
tetraqdines. 

It has been shown in cfinicai studfes that coflagenasa activity was red&j 
in gingivaf crevicularffuid as well as in adjacent gingfval tissue after 14 daya of 
20 mg b.i.d, doxycydfne hycfate administration (Vof. 2.109, pp- I-8; 91-101). 
During a 12-week study evaluating the e&c& of doxycycfine hydate, 20 mg 
b,i.d. and placebo in patients w’ti adult periodontltk, it was demonstrated that: 

l No significant changes in gingival Inflammation occur, but there 
was a significant reduction of gingival cmvicufat fluid flow. an 
indication of MMP a&vii 

8 Clinical parameters of tissue breakdown, te,, cfinicaf attachment 
level and podret depth, were signifiwntfy fmpmved; .-. / 

l GIngivarf &vicufar fluid coffagenase activity was stdtiticaliy 
significantly reduced by 47.3 percent; 

Description of Manufacbring Process: 

CoUaGenex relies on third-party contrxt manufacturers to produce 
doxycycfine hydate, the active ingredient in Periostat@, and to manufacture the 
finished dosage form (Vol, 1.1, CMC Sectfon), 

Proposed Use orindIcations: 

Per&tat@ is intended for use as a part of a professional oral health 
program to pmmote periodontal attachment gain and to reduce bone loss, e 
pocket depth and bleeding on probing in patients with adult periodontal dfsease - -- - - 
o/of. 202, pp. ‘l-37). . __ _ - _. -_-._ _ _ _ 

.-I 
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Dascripdon of Modas of ActJon; 

MMPs are an important family of zinc- and c&urn-dependent 
endogeptidases secreted or releaseb by a varWy of host ceJJs (e.g., 
pofymorphonudeacytes, macmphages, bone &ls, and fibrabfask) that functian 
at neutx4 pH and use the various wnstiiuents of the extraceliulat matrix as th+ 
substmtes. These pmteinases am imraJved h normal physiaJagic events sucfr 
as bone remodeling and involution of the past-p%tum uterus- A variety af 
pathologic processes are charact&& by efevated*levefs of MMPs, however, 
giving rise to increased connect$ve tisstm breakdown, These disease pro-es 
in&de rheumatoid and osteoarthritis, osteapa&is, and E3ancer mebstasis. In 
partkular, Jt has been shown that adutt periadontttis is accompanied by 
increased levels af neutrophif collagenase in the gimjva[ creviwlar fluid. 

Unlike exist& treatmen!s whicfi focw on tha&zterial J&ctian * 
associated with periodontitis, Per&t&@, as a MMP inhibitor, disrupts the.chtonfc 
progressive tissue degradation characteristic ofthe disease, As dfacussed in the 
Periostat@ NOA (Vol. 22, pp. 21-26), the active ingredient in Perfastat@ .. 
(doxycyciine hydate) treats periodorrtitfs by inhibiting matrix metalfopsuteinases 
(i-K, leukocyte-we and fibmbiast-type caihgenase, gelatinase, and 
macrophage elastase) (Vof, 2.5, pp- 4-155). This mechanism of adfan is 
independent of the drug’s antimicrobial properties at higher dosage leveis (VoJ- 
218, pp. I-50). 

. 

As also discussed in the Periastat@ NDA, doses 6eJaw 50 mg q.d, 
doxycydine hycfate are not effe&e in providing a measurabfe antibacteria 
effect (vol. 2.18, pp- l-50). Tfre data and information submitted in support of the 
Periostat@ NOA wnfirm that doxycyctine hydate at doses of 20 mg. q.d. or 20 
mg b-l-d. ‘pmida B serum doxycycline concentration below the minimum 1.0 
.~gfmL’doxycycfIne concentration (Vol. 2-2. p. T7). The rest&s shaw that plasma ---- -- 

- concentrations were at a steady state by day 7 for the thy% trx?atment gmUpS, 
with the mean pnzdose pfasma doxycydine concer@ations at steady state 

- ranging from 0.13 to 0.14 pgknt, 0.32 to O-34 &nL, and 0.25 to O-31 &mt 
foitawing 212-mg q.d., 20 mg 6.6.. and 50 mg q.d.‘dosing, tespectivefy. The 
mean steady state cortcentrafion. and the mean steady state maximum 
cortcer;tr%iow values faiiowing doxycyciine hyclaie treatments of 20 mg q-d. and 
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20 mg b.i,d, were alistatistically .sjgnificantfy @ver than 1 .Opg1mL, the accepted 
threshold far antimicmbiaf a&&y. 

- Also, in terms af this requt& nancfinical stud& c&d in the PeriastatciD 
NDA using cu~re plate analysis and speciation via DNA probe analysis shawed 
no anti-bacterial effect of doxycydine hycfate 20 q-d. or 20 mg bid- (VaC 2.10, pp. 
l-50 and Vol. 219, Report ~/32TlF). No effects were observed on tot4 
anaerubfc bacteria Acfirirobaulk actinomycehn~m~ns, Prevr>klla intemedi8, 
or Porphyrumanas gincjvalis, Fffsobecferia, at Acfi&x~~yces fkam the periodantium 
of patients with adult periadantiW 

Recent studies have shown that doxyqdine and navel tetracycline 
analogs chemicaIIy modified to render them devoid of antmicrabfal activity can 
inhibit connective tissue breakdown- by a variety of direct and indirect . 
mechanisms induding (W- 25, p. 4: VoJ- 2.2, pp. 21-26): 

1. 

2. 

3, 

Okct, non-competitfve inhibition af active callagenase, which 
appears to depend on the Ca- and Zntc binding propertie! of 
doxycydine; 

Preveniion of the conversion of pro-coilagenasa ta collagenase, 
which appears to be independent uf metal ion binding properties: 
and 

InhibItion of the degrahation of the serum protein, a,-ptieinase 
inhib’rtaf, 

AIph+prateinase inhibitor is involved in the inhibition of other tissue 
lestrucziive en-es such as eta&se which are not dire&y inhibited by doxycydine. 
4aintenanc6 of high cancenbrations of a,-pmteinase inhibitar in tissue wouid pratect . 

Aastase-susceptible co&?&e tissue components such as elastic fibera, fibronedfn, 
Ind proteogiycans, as well as maintaining high levek of the naturally occurring RMPs 
tissue inhibitors of metalfopmteinases), which sre also subsbatss for elastase, ~ 

. . _- 
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Schedule and Our&n of Use: 

Petiastat@ Is recommended for long-term daiIy use (up ta ane year) at dose levei 
af 20 mg bid. 

Dose and Route of Administdi on: * 
e 

Pen’astam Is intended solely fix oral admhist&ion. \ -_ 

Oescrfption of Related Products and Regulatory Stati: 

Existing therapies and thase treatments known by the Cmpany to be 
under development far peziadantitis are designed prfmaciiy to treat the bacterial 
infection associated with periadantitis on- a short-term, periodic basis. These 
treatments include mechanical and surgical techniques, pruphyladic 
approaches, such as mouthwashes. and lacaify delkered ifterap@s, --. 

We nate that a variety af drugs.indicated for antimicrobial usa are - 
sometimes regulated under sacdon 507 of the fDC Act and sometimes rati 
These include metmnidazale, which is subject trr sectfan 505. The+ precise basis 
fur why some anti-infect&es are &s&led as antibiotics and c&hers are not Is * 
unckar, The agency appears to have been inconsitient in defining drugs #at 
are subject ta sectian 507, 

Other ReIevcrnt Infonnatfon: 

By ~8y of h&ground, ColIaGenex submitted to FDA tie r&e~!nu?d 
pending.NDA for Periastat@ an August 30,199& The Periostat@ NOAwas 
accepted far filfng an Odober29,1996, When CollaGenex originally submitted _ 
the applimffarr it was designated as NDA No. 20-642. On September la, 1986, 
horrrrevet, CBER’s Division af Dermatolagic and Dental Drug Produds (the 
73ivisian~ fnformed the Company that the NUA number had been changed to 0 
50-744, a reflection af the fad.that F=DA assigns thg ~O,OOCkxxies numben to 
full antibiotic appli~tians, Nanetkeless, the appliczitian is cune”tfiy being 
reviewed by the Division of Dermataiogic and Dental 0~9 Pmducts. not the- 

. . I_ *e.-- -*---- 
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Divisian of Anti-Jnfekve Drug Prgducts- Various FDA personneJ have informed 
CofJaGenex that its application is being handled and revilewed under ;ecUan 507 
of the FDC Act 

. The Oental Drug Divisian advised CaliaG&ex-when k fried the NDA that 
ColIaGenex could request that the NDA be designated as a 505(b) app!icatfon, . 
The Company was also informed, however, tha$tie submit&on of sucfi a 
request at that time c;ouId &gnific+y impede the agency% aaxqtance &the 
NDA kx f&g and substantive review- The Division also suggested that 1 
CollaGenex revise the applicable NDA cover letter and raaddrass the new 
druglantfbiatic designation issue once the NDA had been auzepted for filing. 
Therefote, on September 17,1996, CoilaGenex submitted a twised cover letter 
and Form FDA 345h to refJect the new NOA number and to state that the NDA 
was submitted pursuant to section 507 of the FIX Act mther than secflon 505, ’ 
The Company is naw addressing the antiiiotk issue that b In dJspt& by the 
submission of this designation request AHhough the agenq component 
(CDER) Is not in guestJon. the product Jurisdiction of PeriostxE9 under se&m 
507isin dispute, - - I 

CoilaGenex’s Recommendation: 

CdllaGenex agrees that the agency component with primary jurisdiction 
fur the review of the PeriostatQD NDA should be the Center f0r 5fug Evaluation and 
Research, pardwJarJy the Division of Dermatofagic and Dental Products, not the 
Division of Anti-Infective Drug Products, Given the mechanism of action of and tie 
indicated use fk the drug *which is the subject of NDA 50-774, the An&hfe&e 
Division would not be the apprapriafe Oivision to review the sub@% NDA, Coil&erkx 
also believes tt+ the appropriate classification of its pruduti is as a non-tintiblotk dmg 
subject to approval undei section 505, not section 504, of the FDC Act. f6r the Teasony 
discussed below. : ..- 
1 Certain written correspondence that CollaGenex received from FUA regarding * 
NOA 5U-i7 subsequent to that date $.#es-that tfre application was submitted pursuant -- - 
to sectian 505(b) of the FDd Act. An action letter received an August 2?, 6997, 
however, states that the NDA is not appmvabie under sect&~ 5c;j’ & PpriJ: A& . - -- 
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. 
The relevant provisions pehaining to thts recommendation are se&o= 

201(g) and 507(a) ofthe FDCAd, 21 U.S-C. §§ 355@).and 357(a); Section 201(g) Is 
pertinent because akthough se&on 507(q) defines an aritibiotk, it does SO in the 
context of the use of the word ‘drug,’ Section 507 r&&s to ‘any dnsg . . . for use by 
manm that has certain ckracterisiics further defined by se&on 507(a). Seciion SW 
therefore cannot be read in isolation. it must be read ip ccrnjunctfon with se&ion 201(g), 
which defines the term ‘drug’ that is referenced in section 507. . 

. 
In pertinent part. section 201(g) of the fpC &t defines the word &drug’ to 

mean an articie ‘w for use in the diagnosis, cum. mitigatick, treatme* or 
prevention of disease of man or other animals” (emphasis added). Therefore, whether 
a substance is a ‘drug” or ‘drug product” subject to section 507(a) dep&xls on tie 
pfoduch intended use.. FDA’s nzgulatians state that thrt wards Wended use’ or 
words of similar import refer to the objective intent of the manufktuwr or other person 
leqalfy responsrble for the fabeling M the product 21 C.F,R 3 201.128 (1996). 

;ijective intent can be shown by, among other things, laheiing dafms, advertising 
materials. or oral or written statements -of such persons or their r8pn2s8ntatfves~ fd- - 

. -. 

A product subcategory which meets the statutory deffnitjon of a ‘drug” In 
section 207 @ ) fs an ‘antibiutk drug” if ft also meets the requirements of seciion SO7(a). - 
Under the FUC Ad all anbiiotics descriied in section 507 ara drugs if they meet the 
requirements of section 201(g), but not all drugs an3 antfbfatics. The impoctana uf this 
distinctian traditIonally is that antibiqtics can be subject to cgrtiiicatian and otWr 
requirements, whereas mast other drugs arB nut. More relevant today is the 
consideration that atthough antibiotics are subject tn abbreviated appkaffons,z hey are 
not subject to the exdusivity provisions ofTitie I 6f the Drug Price Competition and 
Patent Term Restoration Ad of 1984 bec=ause they are not a&roved under &an 505. 
Sea 57 Fed. Reg. 
(E.D.N.C. 1985). 

^ -- 

17950;17951(4992) and Gf&, fnc, V, H&4&r, 623 F, Supp. 89 

*  

--- _  
&  --- 

+z-S%~-2-1 CFR 5 3ik.92. ____ __ -L -.,___ - - _ . . ..-- .._ - - _. _ _ _ - _ -.. _ - ._ - - -. --- 

..A- ---- -..-.--- 
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Section 507(a) of the FDC Act defines -the term “antibiotic drug’ to m& 
‘any drug intended for use by man containing any quantity of any chemiml subs&n- 
which is produced by a microorganism afllf which has the m TV inhibit or dt&-oy 
microorganisms fn dilute sofution (in&ding the chemically synthesized equivalent of 
any sucfi substancer (emphases added). It is un&arHhat the Wended fW’ language 
in section 507 adds, if anything, beyond that same language-appearing in.sectfon . 
201 (a) pertaining to the general definition of a drug. Thus, for a product to be 
categorized as an ‘antiiiotic’ drug, the rest ofthe language in section 507 states&t 
two requirements mutibe met The drug must both be produced by a microorganism 
(or be the synthetic equivafent thereof) & have the ‘capacity” to inhfbft or destroy 
microorganisms “In dilute solution,” In short, the definition is two-pronged, stating that 
status of a compound as an antibiotic is dependent both on its sauru~f or, in the case uf 
a synthetic product, on its chemical structure, and its microbial activity in ‘dilute 
sofution.” 

Periostat@ does not meet the statutory ‘antibiotic drug” provisions of 
&ions 201 (a) and 507(a). It neither is intended fur use as an an%microbial agyr$ nor 

does it actually have the capa&y to inhibit or-destroy microorganfsms at tie - V -* 
recummended dosage levels that are used to treat periodo&f& ‘Tlk*cUnfcaf and 
nonclinical studies desuibed in the ‘Mechanism of Action” section af@~e Perk&at@ 
NOA, which ane reflective of objective intent, cfearfy demonstsate that the onfy active e 
ingredient in the drug product. doxycydine hyclate, is for use in the treatment of 
periodontitis in a manner which is nat dependent upon the inhib@ian or destructian of 
micmotganisms. - 

, 
In. temts of the “source” aspect of the first prong of the antfbfotic deffnition, 

doxycycline is syntheffcafty produced and is not obtained frisin microbial soucc88, 
PeriostaMD does not contain any qua&-& of a drug derived from a micmbe, parkufarly 
since microbes da not produce doxycydfne, Further. doxycydine is not the ‘chemicalfy 
synthesized equ’ivalent’ of oxytetracycline. Doxycydine is chemicafly dIff+rent fmm 

_ 

oxytetrxydine. Akhough doxycycfine is derived frum oxytetracydine. which is obtained 
Tom microorganisms, this fact should not trigger the source requirement of the 

o definition. Section 507(a) does not state that any use of a microorganism to produce a 
dmg renders the drug an anti&iotic, For exampfe, the use sf a mitiorganism to - =- 
produce an intermediate or a precursor of a drug, in&ding active or inadivq- _--__. _ _. ___ _ --. 
compone&, sh6~fr;i not @icier the product an antibiotic, If it did, this%terpretatib-n--- :” 

Egt-1 &Z/!lt’d EEL-1 - 
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wc&d ignore the actual language oftie$atute. Mqreover, such an inberpretation 
would require the agency to engage in a thorough investfgati~n of tile soufc~! of every 
c~rnponeti used in tie manufacture of a drug, perhaps even fur those that do nat 
actually appear In the final drug product. 

Undue emphasis on the “sour& prong of the antibiatic definition can be 
problematic fk~r other reasons. In this age of modem genetic techniques; - * - -- -- - 
microorganisms can produce a variety of subz+3nces such 89 homtones, Insulin, and 
other drugs,. fhen. too, bioiagicai drugs that a= regufated under ssctfon 351 afthe - 
Public Health Service Act. 42 U.S.C. 5 262, could also be classified as antibiotics under 
this prong of the definition. See tntercenter Agnxment Between the Center for Drug 
Evaluation and Research and the Center for Bfoiogics Evaiuation and Research 
(CEER), at p- 5 (excepting producks of cell culture from CBER regulation that am 
antibiotics), Further, although antibiotic regulation was estabflaheci in 1945 when them 
was insufficient knowledge and czxrtrol of fermentation processes and methods of 
analysk’ substantial advances in manufacturing and assay methods have octurrecf, 
‘jhe cunent lack uf any certification requirements for ant&iotics is testimony to these 

4dvancemertfs. See 21 C.F.R, 5 433.1 (1996). Indeed, the ant&lo& pmisions, as 
origlnally enacted, anticipated devefopments’that would make antibiotic certification 
unnec=dy- Se Statement of Watson E3- Milk, t&y 15.1945, on HI Rept No. 702. 
79th Gong., 1st Sess., repnirfed h Senate Reports, 79th Gong;. 3 St Se?is-. at p- t t - For 
this reason, provisions were enacted in 1943 and still are contained in tie law today 
that aHow for FDA- to exempt antibiotic drugs f&m any of the requiremen% of sectfon 
507. See sedan 507(c), 21 USC, g 357(c). 

These and other considerations discussed below indicate that whatever 
relative importance the ‘source’ prong of the antibIotic definition may once have had 
vis-&-vis the second prong of the definition, such imporlancs seems to have waned 
‘considerably. The substarkre and distinguishing aspect of the definition in section 
507(a) therefore pertains tn the second prong, the capacity of a drug to inhibft or 
destroy microorganisms “in dilute soiution.” Since this quoted language is not defined 
in the statute or in FDA’s regulations, nor does there appear to be relevant legislative 

0 
-- - - .- 

i See, e.g., Senate Rep. No. 1744,Views of Senators E McKlnfq DIr-&en and 
-Ramofi L Hrus&, ~@?Eed Lb 1962~U.S. Code Gong, & Adm. News-Zf?%, 29X .-- -.- --A 
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history an the topic, we rnn only presum? what m& have been intended. The 
fanguage seems to refer to same inherent capacity df a chemical to exert an 
antirrkrobial efkt, even when ‘diiuted-” Many chemlcais can have antfmianbiaf 
effects at ‘high’ doses, whether derived from micmorganisr& or not To repeat a Ma, 
but relevant phrase, The dose is the poison-’ In the present sWation. IH~ cannot help 
but feel therefbte that ‘tbls quad language, coupled with the intended use language of. 
section 201(a), is a reference to the dosage levef at which drugs am adminisked, 
Indeed, even cfassicai antfbfatks, such as erythmmycin or peniciiTin, wii not inhibit or 
destroy microorganisms to any clinically signsmnt degree+ they are suflickntly darted, 
Sfmilarty, in the *dilute soluh’an” of the recommended &saga levels of 20 mg b.Ld,, 
Periastata does not have the opacity to inhibit or destroy microorganisma, 

RnaiIy, we note also that the ClInton Adminisbation and FDA in a report 
entitled ‘Reinventing the Regulation of Drugs and Medicai Devic& (April, 1995) both 
are committed to repealing se&on 507. AII antiiiotics wouid fixmally be mad8 subject 
to reguftian under section 505. Indeed, the practical real@ today is that antfbiotics 

qmady are reguiated like tier drugs subject to section 505. We the.rdufe wish to 
dnphaaize the significant wmpetiffve anomaly posed by sectfan SO7 status fir- - PesiastatQO. without Tie I excfusivity, Periosiat@ wiil be subject to generic competition 
immediatkfy up& pubkatian of a relevant antibiotic monograph. CoflaGenex has 
invested 514 million in the deveiopment of its drug for periodontal usa, An adverse - decision will enable ampetitors to capy Periostam and wiil force CollaGenex ta spend 
mittions of daliam more in defendfng its pa&n& #nrering P~rio$tat@. 
discourage ktrther product innovation in the anti-Infective area, 

B also wii likely 
The potenW of these 

additianai CW& could prove devastaffng to CalIaGenex as a small company. 

In ffght of the foregoing facts and premises considered, Periostat@-k not - 
&id should not be treated as - an antibiotic drug within the meaning of secffons 201(a) 
and 507(a) of the FDC Act CallaGenex therefore rwpectfuily requests that FDA 
designate the P~tiostat@ NOA that has been accepted for filing by the Division of 
lkrmztaiogic and Dental Drug Products as- subject to the new drug provision8 O~SSXBUTT 
505, not section 507, of the FDC Act, -- 

-- *- -- _ .-. 
* * .- 

. 
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Jjk Amanda Brye Norton 
September lt,1007 
Page 13 - 

cc: Mr. Christopher V. Pawaia, 
CoUaGenex Pharrnaceuticafs. inc. 
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, . COihGUlU pbmaaccard&Inc sB,30ti 
Attcndon: czGsopkPo& 

. Dke.or, Drug Dcvdqnumt and &g&tory AEiin - 
30 t south staxc stre 
N&own, PA 18940 I. 

* 
De~Mr.Pcwak - 

: Please r&r to yuur ncw.drug application @DA) dated August 30.1996, reca;vtd August 30, 
1996, submitted w&r se&on 50$(b) of tiu Federal Food, Dw pad Chamuk Act fbr . 
Pcriostar’w (dcxpqdne hydstt USP) GqsuIcs, 20 mg. We note that this appticaticm is subject 
to the aunpdon pmisi~ts con&cd in don lXi(a)(z) dlitk I of tht FDA Modanizatian . - 
Au of 1!?97- 

We tlC.bOWkd~C f-e+ of your sutnnissioru da.& Aum 28, aaoba I, %vunbc$~3, 
D&ember8,1997;Juruatyti, 14,and 19,FebwyIO,Ma&$ S8,anci31,Aprit23andtS, 
July 9 and 29, ad Scptcmber 3,14,16.22,24 (2). and ZS, 1998. Your sub&tsion ofMarch 3 I, 
1998 cmsituti a M rcsprmSe to our August 27.1997, action Itstcr, The ~36 fa: goal datirfor . 
this npplicstion ik October I, 1998. 

This new drug apptication provides fix the use of Puiostat? (dauyc&%e lryclatc USP) 
clpsulu, 20 mg as an adjunct to sub&in&al s&q and mot planing CO promote tichmaxat level 
gain and to rcduct pocka depth in pa&us with adult pert’odontitk * 

The find printed labclii (FPL) must be identical to the cncloscd labding (te;a fh the pac4qcs 
insuz, immtdiatc aontaincr md tlrton I&k). Mwic&ng the produd with FPL thai “rc not 
identical to rhc appmvui f&c&g tort mny rcnda the product misbrandcd~aztd me unopgwwul 
new dnrg We acknwIcdgc your canmitmcnt made in the tcf~nfcrcnce with this Division da 
Sepmnba 191998, to r&se the won md container iab4i.n~ so thnt the prominarca oftha 
cstabliied name and tradename is umune~suntr: and in acoordrnca with PI‘CFR 201.1 O@(Z). 

I’ 

. 

-a- 

Please submit 20 copies of the l$L as soon as it is waihbk, in no case more than 30 dny~ afta it 

. 

AfOJ~ zo:a1 ZO-GL-Ml 



. 

Protocok da&, and final rcpont should bc tiEtcd to your IND itu t&s product and 8 copy of 
thcwverkfteltntto&NDA IfanINDbm~nquirsdtamed~Phese4c4mc&max& 
plasc submit prutuco&q data and finsl rqmts to tkisNDA as cdrrrspoadurct III additio~.undcr 
21 cm 3 14-sybx2x 3. vu WC rtquasz thx you include a rtahu suummary of edd, wnxnitmcat*m _ 
your annual report to this NDA ‘fhi .stans summary shot&i induda tha numbar af patie 
entered in each clinkal ady, apeaed completion and subrnksiaa dates, ind “y dangt+ in 
plans sinc.z tha last axuwal rcpor~ Fur admini& purpooy alI submisaionq irxhiii labeIiig 
suppJtmmt.s, rdating to these: Phase 4 wmmitmu~u JTIUR be clcariy dcsigsaatcd Yl%ssc 4 _ 
commibnetrls’, , 

in addition, plusc submit thru copies of the intmductor)r prom~ri~naf msccri& that YOU pt~posc 
to use for this pmduct. AlI pmposcd mate&k should be aubmitred in dcaft Al ~~OCJC-UP f?16. not 
final print Fkasc submit one copy fa this Division and two wpiti of both tha pmr@t%ni - 
mata+& and the package *kut dir&y vx 

. 

Division of Dmg M&&q Advertisiag and C-odatioru, HFD40 
Food and Di-~g Admin$akn 
56oOF~ex8Lana 
Roc%Jk, Maty~)uad 20857 

Pfcasc submit one rrtarJm padclgt of the drug pmdua when it It waiIabIa. 

Wa rem&d you that you J&X comply with the rquirancn~ for an ;rppmvai NDA set f&h arndlci 
21 CFR 3 14.80 and 31431. 

- --.-- .- 
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06a ofDrug Evaluation V 
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202-736-3625 

B-crc & BEAaDsLEY : 
818 l!zxo- SW. x-w- - 

sane 000 . 
W~OTON, D-G- zooo8fi603 1 

-- - --F Tra=sro,7 - 
poe?30-3800 
FACSXXECS 
303-73e3c3os 

November IS,2002 

Ekabeth H. Dickinson, Esq. 
Associate General Counsd 
Food and Drug Administration 
5600 Fishers Lane 
RockviUe, MD 20857 

Re: ColIaGenex ExcIusivitv for PerioStat@  

Dear Ms. Dickinson: 

On Friday, I prom ised to provide the attached previous correspondence with FDA on 
the PerioStatQP exckivity question- I’ve also attached the approval letter, which says that the 
application is subject to the antibiotic transition provision of FDAMA. 

There are some other points that would come up in a litigation that were not raised in 
the letter to Dr. Lumpkin, although at Ieast some were discussed in a subsequent telephone 
conversation. We’ll plan to discuss on Wednesday these additional points as well as the ones 
in the letter to Dr. Lumpkin. 

We’re looking forward to seeing you on Wednesday. 

Sincerely, 

&d-Q-- 
Kate C, Ekardsley 

w-i ZO’d EEL-1 Allal ao:ai zam-4 I 



t 201 FEDERAL FOOD, DRU6, AND COSMtiiC ACT 12 

a re 
UP 

ation, after notice and comment, finding that the articIe 
wo d be lawful under this Act. 

:cept for 
emed to 

urposes of section 201(g), a dietary supplement shall be 
& a food within the meaning of this Act- 

tgg> The term “processed food” means any food other than a 
w agricultural commodity and includes any raw agricultural com- 
~dity that has been subject to processing, such as canning, cook- 
:, freezing, dehydration, or milling. 

(hb) The term “Administrator” means the Administrator of the 
lited States EnvironmentaI Protection Agency. 

(ii) The term ‘compounded positron emission tomography 
uff- 

(I) means a drug that- 
(A) exhibits spontaneous disintegration of unstable 

nuclei by the emission of positrons and is used for the pur- 
pose of providing dua1 photon positron emission tomo- 
graphic diagnostic images; and 

(B) has been compounded by or on the order of a prac- 
titioner who is licensed by a State to compound or order 
compounding for a drug described in subparagra h (A), 
and is compounded in accordance with that State’s aw, for f 
a patient or for research, teaching, or quality contro$ and 
(2) includes any nonradioactive reagent, reagent kit, mgre- 

dient, nuclide generator, accelerator, target material, electronic 
synthesizer, or other ap 

P 
aratus or computer program to be 

--sed in the preparation o such a drug. 
9 The term “antibiotic drug” means any drug (except 

% 
3 use in animals other than humans) composed who‘ll or p y 

any kind of penicilhn, streptomycin, chlortetracyc * e, chlor- 
phenicol, bacitracin, or any other drug intended for human use 
ltsining any quantity of any chemical substance which is pro- 
:ed by a microorganism and which has the ca 
destroy micro-organisms in dilute soIution (in cp 

acity to inhibit 
uding a chemi- 

!y;~t$sized equivalent of any such substance) or any denva- 
a 

CHAPTER III-PROHIBITED A{ 

P~OHIBITEDA 

SEC. 301. f21 U.S.C. 3311 Th@ f-01 
thereof are hereby prohibited: 

(a) The ‘mtroduction or delivery fol 
commerce of any food, drug, device, or 
or misbranded. 

6) The adulteration or misbrandi: 
or cosmetic in interstate commerce, 

(c) The receipt in interstate comme 
or cosmetic that is adulterated or misl 
proffered delivery thereof for pay or 0~ 

(d) The introduction or delivery fol 
commerce of any article in violation of 

(e) The refusal to permit access ta 
required by section 412, 504, or 703; ( 
maintain any record, or make any re 
422, 504, 505 6) or (k), 512(aX4XC), 51 
or the refusal to permit access to or v 
such required record. 

(0 The refusal to permit entry or 
section 704. 

. . 

(g) The manufacture within any TE 
vice, or cosmetic that is adulterated or 

01) The giving of a guaranty or un 
tion 303(c)(2), which guaranty or unde 
person who relied upon a guaranty or 
feet signed by, and containing the nam 
residing in the United States from wh 
the food, drug, device, or cosmetic; or 
undertaking referred to in section 9 
undertaking is false. 

6x1) Forging, counterfeiting, s 
resenting, or without proper authority 
label, or other identification device aut 
lations promulgated under the protisio 

(2) Making, selling, disposing of, o 
trol, or custody, or concealing any pi”’ 
thing designed to print, imprint, or reF 
name, or other identifying mark, i.nW 
any likeness of any of the foregoing uF 
IabeIing thereof so as to render such dr 

(3) The doing of any act which car 
feit drug, or the sale or dispensing, or 
pensing, of a counterfeit drug. 

13 


